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Detailed Action 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including tine fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 6/9/08 
has been entered. 

Claims 1-11, 14-28, and 31-35 are pending. 

Claim 35 has been withdrawn. 

Claims 1, 6-9, 18, 26 have been amended by Applicant. 
Claims 1-11, 14-28, and 31-34 are currently under consideration. 

Objections Witttdrawn 

The objections to claims 9 and 26 are withdrawn. 

Rejections Withdrawn 
The rejection under 35 U.S.C. 112, first paragraph, is withdrawn. 



Response to Arguments 
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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 1-11, 14-16, 18-28, and 31-33 remain rejected under 35 U.S.C. 102(b) as 
being anticipated by Donahoe et al (US Patent 5,661 ,126; 8/26/97) for the reasons 
stated in the Office Action of 10/3/06, the Office Action of 7/1 1/07, and for the reasons 
set-forth below. 

Donahoe et al teaches a method comprising administering MIS and interferon to 
a patient having has a tumor selected from the group consisting of vulvar epidermoid 
carcinoma, cervical carcinoma, endometrial adenocarcinoma, ovarian adenocarcinoma, 
ocular melanoma, prostate tumor, breast tumor, cutaneous tumor, or germ cell tumor 
(see column 1 lines 24-27, column 15 lines 43-50, and column 21 lines 25-38, in 
particular). The claimed method is the same as the method taught by Donahoe et al, 
therefore the method taught by Donahoe et al would result in decreased side-effects, 
thereby increasing anti-tumor effect of interferon. Donahoe et al further teaches said 
method wherein said patient has primary tumor growth or metastatic tumor growth (see 
column 15 lines 47-50, in particular). Donahoe et al further teaches a method wherein 
MIS has a molecular weight of 140 kDa or 70 kDa (see column 1 lines 44-49, in 
particular). Donahoe et al further teaches a method wherein said MIS is proteolytically 
cleaved by reacting with a proteolytic compound to form protein fragments having a 
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molecular weight of about 57 kDa and 12.5 kDa (see column 1 lines 49-54, in 
particular). Donahoe et al further teaches a method wherein MIS is rhMIS (see 
Example 3, in particular). Donahoe et al further teaches a method wherein said MIS is 
C-terminal fragment of MIS substantially free of N-terminal fragment (see column 2 lines 
39-54, in particular). Donahoe et al further teaches a method wherein said C-terminal 
fragment of MIS has a molecular weight of about 25 kDa or about 12.5 kDa 9 (see 
column 2 lines 39-42, in particular). Donahoe et al further teaches a method wherein 
the C-terminal fragment of MIS is derived from rhMIS (see Example 3, in particular). 
Donahoe et al further teaches a method wherein interferon is selected from the group 
consisting of interferon-a, interferon-p, interferon-co, interferon-x, and interferon-y (see 
column 21 lines 26-40 and column 26 lines 34-36, in particular). Donahoe et al further 
teaches a method wherein said interferon is interferon-y (see column 26 lines 34-36, in 
particular). Donahoe et al further teaches interferon-y decreases metastatic 
competence of tumor cells (lines 33-36 of column 22, in particular). Donahoe et al 
further teaches therapeutic effects of MIS can be achieved or enhanced by the 
additional administration of an agonist of MIS or an antagonist of EGF (see paragraph 
spanning columns 26-27). Donahoe et al further teaches interferon^ is an agonist of 
MIS and that interferon is an EGF antagonist (see lines 35-36 and 45-46 of column 26, 
in particular). Donahoe et al further teaches "MIS can be co-administered with 
interferon (or other agonists) in order to increase the effectiveness of the therapy" (lines 
1 8-20 of column 27, in particular). Donahoe et al further teaches a method wherein 
interferon would be effective between about 0.001 and 10.0 mg/kg body weight of a 



Application/Control Number: 10/646,784 Page 5 

Art Unit: 1642 

patient, which is an amount of about 10 international units per administration to an 
amount of about 100,000 international units per administration (see column 21 lines 16- 
20, in particular). 

In the reply of 6/9/08, Applicant argues that Donahoe et al does not teach use of 
interferon-y as a chemotherapeutic agent which can be used as an agonist to increase 
the anti-tumor effect of MIS. Applicant further argues that interferon-y was only known 
as a cytokine or MHC Class I modulating molecule and not as a chemotherapeutic 
agent at the time of filing the current application. Applicant further argues that Donahoe 
et al does not teach use of a decreased quantity of interferon-y for reduced side effects 
when interferon-y as a therapeutic agent as claimed. Applicant further argues that the 
teachings of Donahoe et al would not teach use of interferon-y in combination with MIS 
for an additive effect on the treatment of the tumor. Applicant further states that 
Donahoe et al teaches an inhibitor of interferon^ could be used as an agonist to MIS. 
Applicant then cites lines 34-36 on column 26 of Donahoe and implies that Donahoe et 
al teaches administration of MIS with inhibitory antibodies to interferon-y. 

The amendments to the claims and the arguments found in the Reply of 6/9/08 
have been carefully considered, but are not deemed persuasive. In regard to the 
arguments that Donahoe et al does not teach use of interferon^ as a chemotherapeutic 
agent which can be used as an agonist to increase the anti-tumor effect of MIS and that 
Donahoe et al would not teach use of interferon-y in combination with MIS for an 
additive effect on the treatment of the tumor, Donahoe et al teaches therapeutic effects 
of MIS can be achieved or enhanced by the additional administration of an agonist of 
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MIS or an antagonist of EGF (see paragraph spanning columns 26-27). Donalioe et al 
further teaches interferon-y is an agonist of MIS and that interferon is an EGF antagonist 
(see lines 35-36 and 45-46 of column 26, in particular). Donahoe et al further teaches 
"MIS can be co-administered with interferon (or other agonists) in order to increase the 
effectiveness of the therapy" (lines 18-20 of column 27, in particular). 

In regards to the argument that interferon-y was only known as a cytokine or 
MHC Class I modulating molecule and not as a chemotherapeutic agent at the time of 
filing the current application, interferon-y was known at the time of filing to decrease the 
metastatic competence of tumor cells (lines 33-36 of column 22, in particular). Further, 
interferon-y was known at the time of filing to increase the effectiveness of MIS therapy 
(see lines 35-36 and 45-46 of column 26 and lines 18-20 of column 27, in particular). 

In regards to the argument that Donahoe et al does not teach use of a decreased 
quantity of interferon-y for reduced side effects when interferon-y as a therapeutic agent 
as claimed, as evidenced by Kurzrock et al (Cancer Research, June 1985, 45:2866- 
2872), dose-limiting toxicities of high fever and generalized weakness (i.e. a "side 
effects") for patients that are administered interferon-y occur above 2.5 mg/sq m (which, 
using a Km of 37, is about 92.5 mg/kg - a dose much greater than taught by Donahoe 
et al) (see right column of page 2871 , in particular). Therefore, the method of Donahoe 
et al uses an effective amount of interferon-y that results in decreased side effects, such 
as high fever and general weakness, associated with interferon-y. 

In regards to the argument that Donahoe et al teaches an inhibitor of interferon-y 
could be used as an agonist to MIS, no such teaching is found in Donahoe et al. 
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Rather, Donahoe et al teaches interferon-y is an agonist of MIS (see lines 34-36, in 
particular). 

In regards to the citation of lines 34-36 on column 26 of Donahoe and argument 
that Donahoe et al teaches administration of MIS with inhibitory antibodies to interferon- 
y, Donahoe et al does not teach administration of MIS with any type of antibodies to 
interferon-y. Lines 34-36 of column 26 recite methods where interferon-y is 
administered as an agonist of MIS. The only antibodies taught by Donahoe et al that 
would be administered with MIS are antibodies to EGF (see lines 34-36 of column 26). 
Donahoe et al further clarifies that interferons are agonists of MIS at line 19 of column 
27. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-11, 14-28, and 31-34 remain rejected under 35 U.S.C. 103(a), as being 
unpatentable over Donahoe et al (US Patent 5,661 ,126; 8/26/97) in view of Cohen (Int. 
J. Radiation Oncology Biol. Phys., 2/87, 13(2): 251-258), for the reasons stated in the 
Office Action of 10/3/06, the Office Action of 7/1 1/07, and for the reasons set-forth 
below. 
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Claims 1-16 and 18-33 are described above. Claim 17 is drawn to the method of 
claim 1, wherein said interferon is administered in an amount less than 1x10^ 
International Units per administration. Claim 34 is drawn to the method of claim 18, 
wherein said interferon is administered in an amount less than 1x10^ International 
Units per administration. 

The teachings of Donahoe et al are described above. 

Cohen teaches that in successful cancer therapy, the tumor must be eradicated 
without significant damage to adjacent tissues or organs (page 251 ). Cohen teaches a 
method of optimizing dosages of compounds used to treat tumors (page 251 , in 
particular). 

Therefore, it would have been prima facie obvious to one of ordinary skill in the 
art at the time the invention was made to administer MIS and interferon to a cancer 
patient as taught by Donahoe et al and optimize the amounts of MIS and interferon in 
said administration as taught by Cohen. Further, one would have been motivated to 
administer interferon at doses below 1x10^ International Units per administration since 
Donohue et al indicates that a low dose of interferon, in combination with MIS 
administration, would predictably treat tumors. Further, one of skill in the art would have 
a reasonable expectation of success in performing the claimed methods since 
administration of MIS and interferon is well known and conventional in the art. 

In the Reply of 6/9/08, Applicant repeats arguments addressed above. Further, 
Applicant cites Pieretti-Vanmarke et al (PNAS, 2006, 103:17426-31) and argues that 
MIS cannot be used in combination with all chemotherapeutic agents to decrease the 
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dose of such therapeutic agents. Applicant further argues that Donahoe et al does not 
distinguish which chemotherapeutic agents can be combined with MIS to reduce their 
side effects and does not teach the use of MIS in combination with carefully selected 
chemotherapeutic agents to reduce their side effects. Applicant further argues that 
without the knowledge of which selected chemotherapeutic agents could be used in 
combination to reduce the dose, modifying the teachings of Donahoe et al and Cohen et 
al would not reasonably be expected to succeed at the time of the invention. 

The amendments to the claims and the arguments found in the Reply of 6/9/08 
have been carefully considered, but are not deemed persuasive. In regards to 
argument that MIS cannot be used in combination with all chemotherapeutic agents to 
decrease the dose of such therapeutic agents, the examiner agrees that MIS cannot be 
used in combination with all chemotherapeutic agents to decrease the dose of such 
therapeutic agents. However, as stated above, Donahoe et al teaches the claimed 
method of using MIS in combination with interferon-y. 

In regards to (1) the argument that Donahoe et al does not distinguish which 
chemotherapeutic agents can be combined with MIS to reduce their side effects and 
does not teach the use of MIS in combination with carefully selected chemotherapeutic 
agents to reduce their side effects and (2) without the knowledge of which selected 
chemotherapeutic agents could be used in combination to reduce the dose, modifying 
the teachings of Donahoe et al and Cohen et al would not reasonably be expected to 
succeed at the time of the invention, Donahoe et al teaches the claimed method using 
MIS in combination with interferon-y and one of skill in the art would have a reasonable 
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expectation of success in administering MIS and interferon to a cancer patient as tauglit 
by Donahoe et al and optimizing the amounts of MIS and interferon in said 
administration as taught by Cohen since administration of MIS and interferon is well 
known and conventional in the art. 

Summary 

No claim is allowed. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SEAN E. AEDER whose telephone number is (571)272- 
8787. The examiner can normally be reached on M-F: 8:30-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Sean E Aeder/ 
Examiner, Art Unit 1642 



